In the study of disease the clinical manifestations must be given first place : the laboratory can provide at best only confirmatory evidence, valuable though it may be. Pernicious anaemia is no exception. Furthermore, in this condition, in the possession of a dramatic cure for the anaemia the clinician is tempted to concentrate his attention on the blood findings and to ignore the protean manifestations of a condition, the basic principles of which are by no means fully understood at the present time. In the present study an attempt has been made to assess the significance of certain clinical features by means of a simple but uniform clinical investigation in a series of 78 cases.
METHOD OF INVESTIGATION.
The present report is based on a uniform clinical investigation of 78 cases of pernicious anaemia who were seen in the wards of the Royal (Davis, 1944) . The maximum incidence in the decade 50-59 years recorded by Evans (1926a) and by Wintrobe (1942a) (Schemm, 1940) , and in uniovular twins (Frahk, 1933 (Vaughan, 1931 (Table 5 ). In addition, 28 cases with haemoglobin levels below 6 g.% gave no history of even the mildest feeling of faintness at any time. (Table 6 ). In the majority of cases the anaemia was profound. No routine platelet counts were performed in this study, but in Case 12 in whom uterine haemorrhage was the presenting feature, platelets were found to be reduced though anaemia was not extreme. Table 5 it is evident that should a patient complain of definite dyspnoea in the presence of a haemoglobin level above 9 g.%, some cause other than the anaemia should be sought. In the present series the most common factor recognised was hypertension. This is not surprising. Pernicious anaemia is common in the age groups in which essential hypertension and cardiovascular degenerative disease tend to occur.
The high incidence of dyspnoea recorded here is greater than has usually been noted in the past. Willson and Evans (1924) Palpitation has been regarded as one of the most prominent heart symptoms in anaemia since Addison's (1855) original account. From the present study it appears to be less common than dyspnoea and less of an indication of the severity of the anaemia than most of the other symptoms so far discussed.
Anginal pain in anaemia appears to have been given scant attention in early accounts. Lazarus (1906b) Angina of effort in anaemia must reflect at least one of three factors, reduction in patency of the coronary arteries, reduction in oxygen capacity of the circulating blood, and interference with adequate diastolic filling of the vessels. In the age groups affected by pernicious anaemia the first of these may play an important part in producing cardiac pain. Furthermore, due to hypertension, in many cases the heart was subject to strain considerably in excess of that produced by the need for increased output resulting from the anaemia alone. In addition, the low diastolic pressure and the increased heart rate which are commonly found in severe anaemia may also play a part in reducing the coronary circulation. Thus in any patient a combination of factors may be responsible for the production of cardiac discomfort or pain. This may explain the fact that the incidence of angina did not show close correlation with the haemoglobin levels, both in the present study, and in the investigation of Willius and Giffin (1927) . Likewise it explains the persistence of angina in 2 of 5 patients when blood levels had returned almost to normal (Pickering & Wayne, 1934 The spleen was felt in 14 cases. All were in relapse and only one had a red cell count over 2 million (2.32 million per cu. mm.). In no case was the enlargement gross : at most the tip was felt on expiration, and in the majority it was felt only with full downward movement of the diaphragm.
Discussion of splenomegaly. Although splenomegaly is very often found at autopsy, statistics of clinical enlargement of the organ in pernicious anaemia vary from 3 to 40%. The general view is that palpable enlargement of the organ is not a particularly common feature. In 40 cases described by McCrae (1902) it was palpable in 6 (15%). Willson and Evans (1924) (Wilson, 1940) (Allen, 1928 ; Palmer & Porter, 1936 ; Woltman & Heck, 1937) and in some instances have preceded the anaemia by several years (Levine & I^add, 1921) . In addition, comparable lesions have been reported in association with conditions other than pernicious anaemia (Suh & Merritt, 1938) . There is considerable difficulty in assessing such reports because of the lack of knowledge as to whether the clinical syndromes described correspond to a single pathological or etiological entity.
In the present series no distinct correlation between the neurological disturbance and the degree of anaemia was observed. In one instance death occurred due to the former when the anaemia was only moderate. These variations in the distribution of body fluid may be due to nutritional deficiencies rather similar to those occurring at times in association with other types of macrocytic anaemia (Holmes, 1945) . If the body is unable to supply protein for haemoglobin synthesis without depleting the plasma protein sufficiently to cause oedema, it seems possible that from time to time oedema may develop as a result of nutritional deficiency even in the untreated patient. Whether protein deficiency is the only cause of nutritional oedema is uncertain. The findings in the present study, although suggesting that some other factor may be involved, are too few, and insufficiently checked, to warrant any conclusion. On the other hand, oedema became more obvious in war prisoners after they had returned to a more liberal intake (Stapleton, 1946) . Furthermore, oedema has been described as a feature of many deficiency syndromes, as in pellagra, particularly of the infantile variety (Kark, 1943) , and in beriberi when there is no evidence of renal disease, when the plasma proteins are normal and the venous engorgement is usually insufficient to be regarded as responsible (Bicknell & Prescott, 1946) . In the condition of malignant malnutrition reported by Trowell and Muwazi (1945) (Bowman, 1935 ; Osgood, 1935 ; Preu & Geiger, 1935 ; Cain & Ceillier, 1936 ; Herman, Most & Jolliffe, 1937 ; van Baalen & Vroon, 1939) . There is, however, no typical picture and it is possible that in the age group involved vascular changes in addition to low haemoglobin levels may play a part in some instances. Mental changes are not always proportional to the anaemia, and attention must again be drawn to the pellagra syndrome which in so many other respects resembles the pernicious anaemia syndrome, and also to the lethargy, apathy, stupor and depression which have been recorded in experimental thiamin deficiency (Williams, Mason, Smith & Wilder, 1942 (Moosnick, Schleicher & Peterson, 1945 ; Davis & Brown, 1946) .
It may well be that the more refined the therapeutic substance, the fewer the unqualified successes attending its use alone. Recent experiences with folic acid may come under this heading (Berry & Spies, 1946 
